figure I 3hutr I o£Z. 



>SAK nucleotide ( SCO l!) A/c?.' 

ATGGCGACCTGCATCGGGGAGAAGATCGAGGATTTTAAAGTTGGAAATCTGC 

TTGGTAAAGGATCATTTGCTGGTGTCTACAGAGCTGAGTCCATTCACACTGGT 

TTGGAAGTTGCAATCAAAATGATAGATAAGAAAGCCATGTACAAAGCAGGA 

ATGGTACAGAGAGTCCAAAATGAGGTGAAAATACATTGCCAATTGAAACATC 

CTTCTATCTTGGAGCTTTATAACTATTTTGAAGATAGCAATTATGTGTATCTG 

GTATTAGAAATGTGCCATAATGGAGAAATGAACAGGTATCTAAAGAATAGAG 

TGAAACCCTTCTCAGAAAATGAAGCTCGACACTTCATGCACCAGATCATCAC 

AGGGATGTTGTATCTTCATTCTCATGGTATACTACACCGGGACCTCACACTTT 

CTAACCTCCTACTGACTCGTAATATGAACATCAAGATTGCTGATTTTGGGCTG 

GCAACTCAACTGAAAATGCCACATGAAAAGCACTATACATTATGTGGAACTC 

CTAACTACATTTCACCAGAAATTGCCACTCGAAGTGCACATGGCCTTGAATCT 

GATGTTTGGTCCCTGGGCTGTATGTTTTATACATTACTTATCGGGAGACCACC 

CTTCGACACTGACACAGTCAAGAACACATTAAATAAAGTAGTATTGGCAGAT 

TATGAAATGCCATCITTTTTGTCAATAGAGGCCAAGGACCTTATTCACCAGTT 

ACTTCGTAGAAATCCAGCAGATCGTTTAAGTCTGTCTTCAGTATTGGACCATC 

CTTTTATGTCCCGAAATTCTTCAACAAAAAGTAAAGATTTAGGAACTGTGGA 

AGACTCAATTGATAGTGGGCATGCCACAATTTCTACTGCAATTACAGCTTCTT 

CCAGTACCAGTATAAGTGGTAGTTTATTTGACAAAAGAAGACITTTGATTGGT 

CAGCCACTCCCAAATAAAATGACTGTATTTCCAAAGAATAAAAGTTCAACTG 

ATTTTTCn^CTTCAGGAGATGGAAACAGTTTTTATACTCAGTGGGGAAATCAA 

GAAACCAGTAATAGTGGAAGGGGAAGAGTAATTCAAGATGCAGAAGAAAGG 

CCACATTCTCGATACCTTCGTAGAGCTTATTCCTCTGATAGATCTGGCACTTCT 

AATAGTCAGTCTCAAGCAAAAACATATACAATGGAACGATGTCACTCAGCAG 

AAATGCTTTCAGTGTCCAAAAGATCAGGAGGAGGTGAAAATGAAGAGAGGT 

ACTCACCCACAGACAACAATGCCAACATTTTTAACTTCTTTAAAGAAAAGAC 

ATCCAGTAGTTCTGGATCTTTTGAAAGACCTGATAACAATCAAGCACTCTCCA 

ATCATCTTTGTCCAGGAAAAACTCCTTTTCCATTTGCAGACCCGACACCTCAG 

ACTGAAACCGTACAACAGTGGTTTGGGAATCTGCAAATAAATGCTCATTTAA 

GAAAAACTACTGAATATGACAGCATCAGCCCAAACCGGGACTTCCAGGGCCA 

TCCAGATTTGCAGAAGGACACATCAAAAAATGCCTGGACTGATACAAAAGTC 

AAAAAGAACTCTGATGCTTCTGATAATGCACATTCTGTAAAACAGCAAAATA 

CCAT GAAATA TATGACTGCACTTCACAGTAAACCTGAGATAATCCAACAAGA 

ATGTGTTTTTGGCTCAGATCCTCTTTCTGAACAGAGCAAGACTAGGGGTATGG 

AGCCACCATGGGGTTATCAGAATCGTACATTAAGAAGCATTACATCTCCGTT 

GGTTGCTCACAGGTTAAAACCAATCAGACAGAAAACCAAAAAGGCTGTGGTG 

AGCATACTTGATTCAGAGGAGGTGTGTGTGGAGCTTGTAAAGGAGTATGCAT 

CTCAAGAATATGTGAAAGAAGTTCTTCAGATATCTAGTGATGGAAATACGAT 

CACTATTTATTATCCAAATGGTGGTAGAGGTTTTCCTCTTGCTGATAGACCAC 

CCTCACCTACTGACAACATCAGTAGGTACAGCTTTGACAATTTACCAGAAAA 

ATACTGGCGAAAATATCAATATGCTTCCAGGTTTGTACAGCTTGTAAGATCTA 

AATCTCCCAAAATCACTTATTTTACAAGATATGCTAAATGCATTTTGATGGAG 

AATTCTCCTGGTGCTGATTTTGAGGTTTGGTTTTATGATGGGGTAAAAATACA 

CAAAACAGAAGATTTCATTCAGGTGATTGAAAAGACAGGGAAGTCTTACACT 

TTAAAAAGTGAAAGTGAAGTTAATAGCTTGAAAGAGGAGATAAAAATGTAT 



EXPRESS MAIL NO. 
EL 769971565 US 



ATGGACCATGCTAATGAGGGTCATCGTATTTGTTTAGCACTGGAATCCATAAT 

TTCAGAAGAGGAAAGGAAAACTAGGAGTGCTCCCTTTTTCCCAATAATCATA 

GGAAGAAAACCTGGTAGTACTAGTTCACCTAAGGCCTTATCACCTCCTCCTTC 

TGTGGATTCAAATTACCCAACGAGAGATAGAGCATCTTTCAACAGAATGGTC 

ATGCATAGTGCTGCTTCTCCAACACAGGCACCAATCCTTAATCCCTCTATGGT 

TACAAATGAAGGACTTGGTCTTACAACTACAGCTTCTGGAACAGACATCTCTT 

CTAATAGTCTAAAAGATTGTCTTCCTAAATCAGCACAACTTTTGAAATCTGTT 

TTTGTGAAAAATGTTGGTTGGGCTACACAGTTAACTAGTGGAGCTGTGTGGGT 

TCAGTTTAATGATGGGTCCCAGTTGGTTGTGCAGGCAGGAGTGTCTTCTATCA 

GTTATACCTCACCAAATGGTCAAACAACTAGGTATGGAGAAAATGAAAAATT 

ACCAGACTACATCAAACAGAAATTACAGTGTCTGTCITCCATCCTTTTGATGT 

TTTCTAATCCGACTCCTAATTTTCATTGA 

>SAK amino acid seq. ( SB Q T_D NO'.^) 

[MATCIGEKffiDFKVGNLLGKGSFAGVYRAESIHTGLEVAIKMroKKAMYKAGMV 
^QRVQNEVKIHCQLKHP 

SILELYNYFEDSNYVYLVLEMCHNGEMNRYLKNRVKPFSENEARHFMHQIITGM 
LYLHSHGILHRDLTLS 

NLLLTRhMMKIADFGLATQLKMPHEKHYTLCGTPNYISPEIATRSAHGLESDYW 
SLGCMFYTLLIGRPP 

FDTDTVKJm.NKVVLADYEMPSFLSffiAKDLIHQLLRRNPADRLSLSSVLDHPFM 
SRNSSTKSKDL^TVE 

DSmSGHATISTAITASSSTSISGSLFDKRRLLIGQPLPNKMTVFPKNKSSTDFSSSG 
DGNSFYTQWGNQ 

ETSNSGRGRVIQDAEERPHSRYLRRAYSSDRSGTSNSQSQAKTYTMERCHSAEM 
LSVSKRSGGGENEERY 

SPTDNNANIFNFFKEKTSSSSGSFERPDNNQALSlSfflLCPGKTPFPFADPTPQTETV 
QQWFGNLQINAHLR 

KTTEYDSISPNRDFQGHPDLQKDTSKNAWTDTKVKJGSTSDASDNAHSVKQQNTM 
KYMTALHSKPEIIQQEC 

VFGSDPLSEQSKTRGMEPPWGYQNRTLRSITSPLVAHRLKPIRQKTKKAVVSILD 
SEEVCVELVKEYASQ 

EYVKEVLQISSDGNmiYYPNGGRGFPLADRPPSPTDNISRYSFDNLPEKYWRKY 
QYASRFVQLVRSKS 

PKITYFTRYAKCILMENSPGADFEVWFYDGVKIHKTEDFIQVIEKTGKSYTLKSES 
EVNSLKEEIKMYMD 

HANEGHRICLALESIISEEERKTRSAPFFPinGRKPGSTSSPKALSPPPSVDSNYPTR 
DRASFNRMVMH 

S A AS PTQ APILNPS M VTNEGLGLTTT AS GTDISS NSLKDCLPKS AQLLKS VFVKN V 
GWATQLTSGAVWVQ 

FNDGSQLVVQAGVSSISYTSPNGQTTRYGENEKLPDYIKQKLQCLSSILLMFSNPT 
PNFH 








Two hSAK Mutants Generated tor the Dominant negative Studies: 01 54 A and K41 M 
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GFP-Fusion Cell Tracker Analysis Non-Fusion 
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Identification 

Proteomics- Chk2 interacting protein 

Functional Studies 



Dominant Negative Studies 

• Mutant SAK has a much stronger antiproliferative phenotype than the wild type SAK in tumor cells 
while neither wild type or mutant SAK is antiproliferative in normal celts. 

• The higher expression level of the mutant SAK relative to wild type makes it difficult of validate 
SAK only by the dominant negative strategy 

Antisense Studies 

• Preliminary studies suggests that inhibition of SAK mRNA with antisense oligos is antiproliferative in 
A549 and Hela cells 



Literature 

• Strong supporting literature shows antisense reduction of mouse SAK is antiproliferative and that 
the mouse SAK knockout results in increased cell cycle arrest and apoptosis 
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SAK may sense successful spindle attachment 



Overexpressed wild type SAK may send premature signal resulting in multinucleated cells 
SAK inhibition may signal growth arrest and eventually apoptosis 
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